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Amendments to the Claims: 

This listing of claims will replace all prior versions and listings of claims in the 
application. 

Listing of Claims: 

1-153. Cancelled 

154. (Previously Added) The method according to claim 211, wherein said labeling 
means comprises labeled antigen. 

155. (Previously Added) The method according to claim 211, wherein said labeling 
means comprises a non-immobilized labeled antibody, wherein said non- 
immobilized labeled antibody binds with said antigen at a binding site distinct 
from a binding site for either (i) said autoantibody or autoantibodies being 
screened for or (ii) said immobilized antibody or antibodies, whereby in step (d), 
antigen is allowed to be bound both to said immobilized antibodies and to said 
non-immobilized antibody. 

156. (Previously Added) The method according to claim 211, further comprising 
providing a control which provides a positive signal in the presence or absence of 
the autoantibody or autoantibodies being screened. 

157. (Previously Added) The method according to claim 156, wherein the positive 
control comprises at least one control antibody to the antigen, said control 
antibody attached to the substrate, wherein said control antibody bi ads to a site on 
the antigen distinct from a binding site thereof for the autoantibody or 
autoantibodies being screened. 

158. (Previously Added) The method according to claim 21 1, wherein said antigen is a 

thyroid protein. ! 

i 
i 

i 
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159. (Previously Added) The method according to claim 21 1, wherein said antigen is 
thyroid stimulating hormone receptor. 

160. (Previously Added) The method according to claim 211, wherein said antigen is 
selected from the group consisting of thyroid peroxidase and thyroglobulin. 

161. (Previously Added) The method according to claim 211, further comprising 
screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, triiodothyronine and thyroglobulin in said sample of body fluid. 

162. (Previously Added) The method according to claim 211, wherein said monitoring 
comprises observing a colorimetric change dependent on said binding of said 
autoantibody or autoantibodies with said antigen. 

163. (Previously Added) The method according to claim 211, wherein said labeling 
means is colloidal gold, 

164. (Previously Added) The method according to claim 211, wherein said substrate 
comprises a membrane of nitrocellulose, cellulose acetate or a polyamide. 

165. (Previously Added) The method according to claim 211, wherein said substrate 
comprises an application zone provided upstream of said immobilized antibodies 
on said substrate, and wherein said mixture is allowed to flow from said 
application zone along said substrate to said immobilized antibodies. 

1 66. (Previously Added) The method according to claim 165, wherein said application 
zone contains said source of said antigen, and said mixture is obtained by 
contacting said sample of body fluid with said antigen in said application zone. 

1 67. (Previously Added) The method according to claim 166, wherein said substrate 
further comprises at least one non-immobilized to said antigen, wherein said non- 
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immobilized antibody is provided downstream of said antigen source in said 
application zone. 

168. (Currently Amendment) A method of screening a sample of body fluid for first 
and Ae* second autoantibodies to at least one antigen, which method comprises: 

(a) providing a first antibody to.said antigen, wherein said first antibody is 
immobilized on a substrate and binds a first binding site of said antigen : 

(b) providing a second antibody to said antigen, wherein said second antibody is 
labeled to permit monitoring of binding of said autoantibodi e s an d - said antigoit ; 
and is non - immobilised so that Gaid s e cond antibody can flow along said 
substrate ? 

(i) labeled to allow detection of autoantibodies when present in said 
sample, 

(ii) binds a second binding site of said antigen and 

(iii) is non-immobilized so that said second antibody flows idong said 
substrate according to step fe); 

(c) providing a source of said at least one antigen, said antigen comprising a first 
binding site to which either the first autoantibody or the immobilized antibody 
binds and a second binding site to which either the second autoantibody or the 
non-immobilized antibody binds; 

(d) contacting said antigen of step (c), said sample of body fluid and simultaneously 
or successively said non-immobilized antibody, so as to obtain a mixture wherein 
said antigen binds with said first and / or second autoantibodies present in said 
sample of body fluids and / or said non-immobili2ed antibody; 

(e) allowing said mixture obtained in step (d) to flow along said substrate of step (a) 
to said immobilized antibody; and 

(f) monitoring said binding p_f said antigen with either said first and / a r^rrmd 
autoantibodies, or said immobiliz ed or non-immobilized antibodies, so as to 
provide an indication of the presence of said autoantibodies in said sample of 
body fluid; 
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wherein said first and / or second autoantibodies! when present in said sample being 
screened^ respectively bind with said first and Aof second binding sites of said antigen in 
step (d) r e sp e ctively so that subsequ e nt respective binding of said immobilized and / or 
non-immobilized antibodies with said first and Ae* second binding sites of said antigen 
roQpoctively is inhibited whore th e first oad - / or second autoantibodi e s hav e ^r e viously 
bound with said first and / or s e cond binding citos of said antigon in step (d) is 
substantially inhibited . 

169. Cancelled 

170. (Previously Added) The method according to claim 168, further comprising 
providing a control which provides a positive signal in the presence or absence of 
the autoantibody or autoantibodies being screened. 

171 . (Previously Added) The method according to claim 170, wherein said positive 
control comprises attaching to the substrate at least one control agent that binds to 
the at least one non-immobilized antibody. 

172. (Previously Added) The method according to claim 168, wherein said antigen is a 
thyroid protein. 

173. (Previously Added) The method according to claim 168, wherein said antigen is 
thyroid stimulating hormone receptor, 

174. (Previously Added) The method according to claim 168, wherein said antigen is 
selected from the group consisting of thyroid peroxidase and tbyroylobulin. 

175. (Previously Added) The method according to claim 168, further comprising 
screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, triiodothyronine and thyroglobulin in said sample of body fluid. 
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176. (Previously Added) The method according to claim 168, wherein said monitoring 
comprises observing a colorimetric change dependent on said binding of said 
autoantibody or autoantibodies with said antigen. 

1 77. (Previously Added) The method according to claim 168, wherein said labeling 
means is colloidal gold. 

178. (Previously Added) The method according to claim 168, wherein said substrate 
comprises a membrane of nitrocellulose, cellulose acetate or a polyamide, 

179. (Previously Added) The method according to claim 168, wherein said substrate 
comprises an application zone provided upstream of said immobilized antibody 
on said substrate, and wherein said mixture is allowed to flow from said 
application zone along said substrate to said immobilized antibody. 

180. (Previously Added) The method according to claim 179, wherein said application 
zone contains said source of said antigen, and said mixture is obtained by 
contacting said sample of body fluid with said antigen in said application zone. 

181. (Previously Added) The method according to claim 1 80, wherein said substrate 
further comprises the non-immobilized second antibody to said anligen, wherein 
said non-immobili2ed second antibody is provided downstream of said antigen 
source in said application zone. 

182. Cancelled 

183. Cancelled 

1 84. (Currently Amended) A kit for screening a sample of body fluid for distinct 
populations of at least first and second autoantibodies *e which respectively bind 
first and second distinct binding sites of ar least one antigen, wherein said which 
kit comprises; 
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(a) at least first and second antibodies to said antige n, wherein said first and 
second ant ibodies are immobilized on a substrate and respectively bind first 
and second distinct binding sites of said antigen: 

(b) a source of said at least one antigen, the antigen having comprising a first 
binding site to which either said firet autoantibody or said first immobilized 
antibody binds, whoroby subs e quent binding of said first immobilize d 
antibody with said first binding site is^rocludcd where ? said firnt autoantibody 
has previously bound with said first binding sito; an d a second binding site to 
which either said second autoantibody or said second immobilized antibody 
binds: 

(c) means for contacting said antigen source with said sample of body fluid, so as 
to obtain a mixture wherein said antigen binds with said first and / or second 
autoantibodies present in said sample of body fluid; 

(d) means for allowing said mixture to flow along said substrate to said antibodies 
immobilized on said substrate; aed 

(e) labeling means so as to pormit moaitoring of binding of said autoantibodi e s 
and Gaid antig e n, so as to provide an indication of th e pr e sence? ■ 'of said 
autoantibodies in said - samplo of body fluid e nable the presence of said 
autoantibodies m said sample of body fluid to be detected: 

wherein said first and / or second autoantibodies when present in said sample being 
screened respectively bind with said first and second binding sites of said antigen when a 
mixture is obtained as specified in paragraph (c\ whereby subsequent respective binding 
of said first and / or second immobilized antibodies with said first and second binding 
sites of said antigen is substantially inhibited, and further characterised in that said first 
and secon d immobilized antibodies are provided at discrete first and second positions on 
said substrate, so that monitoring of binding of both said first and second hnmobilized 
antibodies with said antigen at said discrete first and second positions thereby enables 
detection and identification of said distinct populations of first and / or second 
autoantibodies when present in said sample of body fluid. 
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185. (Previously Added) The kit according to claim 184, wherein said labeling means 
comprises labeled antigen. 

1 86. (Previously Added) The kit according to claim 184, wherein said labeling means 
comprises a non-immobilized labeled antibody, which non-immobilized labeled 
antibody binds with a site on said antigen distinct from a binding site for either (i) 
said autoantibodies being screened or (ii) said immobilized antibodies, whereby 
antigen is allowed to be bound both to said immobilized antibodies and to said 
non-immobili2ed labeled antibody. 

187. (Previously Added) The kit according to claim 1 84, further comprising a control 
which provides a positive signal in the presence or absence of the autoantibodies 
being screened 

188. (Previously Added) The kit according to claim 187, wherein the control 
comprises at least one control antibody to the antigen attached to the substrate, 
wherein the control antibody binds to a site on the antigen distinct from a binding 
site thereof for the autoantibodies being screened. 

1 89. (Previously Added) The kit according to claim 1 84, wherein said antigen is a 
thyroid protein. 

190. (Previously Added) The kit according to claim 1 84, wherein said antigen is 
thyroid stimulating hormone receptor. 

191. (Previously Added) The kit according to claim 184, wherein said antigen is 
selected from the group consisting of thyroid peroxidase and thyroglobulin, 

192. (Previously Added) The kit according to claim 1 84, further comprising means for 
screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, triiodothyronine and thyroglobulin in said sample of body fluid. 
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193. (Previously Added) The kit according to claim 184, wherein said labeling means 
is colloidal gold. 

194. (Previously Added) The kit according to claim 184, wherein said substrate 
comprises a membrane of nitrocellulose, cellulose acetate or a polyamide. 

195. (Previously Added) The kit according to claim 1 84, wherein said substrate 
comprises an application zone provided upstream of said immobilized antibody 
antibodies on said substrate. 

196. (Previously Added) The kit according to claim 195, wherein said application 
zone contains said source of said antigen, 

197. (Previously Added) The kit according to claim 196, wherein said substrate 
further comprises at least one non-immobilized antibody to said antigen, wherein 
said non-immobilized antibody is provided downstream of said antigen source in 
said application zone, 

1 98. (Currently Amended) A kit for screening a sample of body fluid for first and /©* 
second autoantibodies to at least one antigen, which kit comprises: 

(a) a first antibody to said antigen, wherein said first antibody is immobilized on a 
substrate and binds a first binding site of said antigen : 

(b) a second antibody to said antigen, wherein said second antibody is 

(i) labeled to allow detection of autoantibodies when present in said 
sample, 

(ii) binds a second binding site of said antigen and 

(iifl is non-immobilized so that said second antibody can flow along said 
substrate when present in a mixture as specified in paragraph fdV 

(c) a source of said at least one antigen, said antigen comprising a first binding 
site to which either the first autoantibody or the immobilized antibody binds 

9 
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and a second binding site to which either the second autoantibody or the non- 
immobilized antibody binds; 

(d) means for contacting 

(i) said antigen source, 

(ii) said sample of body fluid and simultaneously or successively 

(iii) said non-immobilized antibody, so as to obtain a mixture wherein said 
antigen binds with said first and / or second autoantibodies present in 
said sample of body fluid, and / or said non-immobilized antibody; and 

(e) means for allowing said mixture to flow along said substrate of step fa^ to said 
immobilized antibody; 

wherein said first and / or second autoantibodies, when present in said sample being 
screened respectively bind with said first and second binding sites of said antipen when a 
mixture is obtained as specified in paragraph fd\ whereby respective binding of said 
immobilized and / or non-immobilized antibodies with said first and secondbinding sites 
of said antigen is substantially inhibited. 



199, Cancelled 

200. (Previously Added) The kit according to claim 198, further comprising a control 
which provides a positive signal in the presence or absence of the autoantibody or 
autoantibodies being screened. 

201 - (Previously Added) The kit according to claim 200, wherein the positive control 
comprises at least one control agent attached to the substrate and binds to the at 
least one non-immobilized antibody. 

202. (Previously Added) The kit according to claim 198, wherein said antigen is a 
thyroid protein. 

203. (Previously Added) The kit according to claim 198, wherein said aatigen is 
thyroid stimulating hormone receptor. 
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204. (Previously Added) The kit according to claim 1 98, wherein said antigen is 
selected from the group consisting of thyroid peroxidase and thyroglobulin. 

205. (Previously Added) The kit according to claim 198, further comprising means for 
screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, triiodothyronine and thyroglobulin in said sample of body fluid. 

206. (Previously Added) The kit according to claim 198, wherein said labeling means 
is colloidal gold. 

207. (Previously Added) The kit according to claim 198, wherein said substrate 
comprises a membrane of nitrocellulose, cellulose acetate or a polyamide. 

208. (Previously Added) The kit according to claim 198, wherein said substrate 
comprises an application zone provided upstream of said immobilized antibody 
on said substrate. 

209. (Previously Added) The kit according to claim 208, wherein said application 
zone comprises said source of said antigen. 

210. (Previously Added) The kit according to claim 209, wherein said substrate 
further comprises the non-immobilized second antibody to said antigen, wherein 
said non-immobilized second antibody is provided downstream of said antigen 
source in said application 20ne. 

211. (Currently Amended) A method of screening a sample of body fluid for at least 
first and/or second autoantibodies to distinct populations of at leasi first and 
second autoantibodies wh ich respectively bind first and second distinct binding 
sites of at least one antigen, which method comprises: 
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(a) providing at least first and/er second antibodies to said antigen, wherein said 
first and/er second antibodies are immobilized on a substrate a ad respectively 
bind first and second distinct binding sites , rospootivoly, on of said antigen; 

(b) providing a source of said at least one antigen, wh e r e in said the antigen 
comprises at loas t comprising a first and sooond distinct binding site s, wharoin 
said first binding site binds to which either said first autoantibody or said first 
immobilized antibody binds, and said a second binding site hm4s to which 
either said second autoantibody or said second immobilized antibody binds : 

(c) contacting said antigen of step (b) with said sample of body fluid, so as to 
obtain a mixture wherein said antigen binds with said first and / or second 
autoantibodies present in said sample of body fluid; 

(d) allowing said mixture obtained in step (c) to flow along said substrate of step 
(a) to said first and/a* second antibodies immobilized on said substrate; 

(e) providing labeling means so as to pe rmit monitoring of binding of said 
autoantibodies and paid antigon enable the presence of said autoantibodies in 
said sample of body fluid to be detected : and 

(f) monitoring said binding of said antigen with either said first and / or second 
autoantibodies, or said immobilized antibodies, so as to provide an indication 
of the presence of said autoantibodies in said sample of body fluid; 

wherein said first and /jor second autoantibodies, when present in said sample being 
screened respectively bind with said aatigon in st e p (c) so that in st e p (d) binding of said 
first and/or s e cond immobilized antibodias to said first and socond binding - sit e s on said 
antig e n is inhibited whor o th o first and second autoantibodies have bound with tho first 
and s e cond binding sites of said antigon in stop (c) first and second binding sites of said 
antigen w hen a mixture is obtained in step fc), whereby subsequent respective binding of 
said first and / or sec ond immobilized antibodies with said first and second binding sites 
of said antigen in step ($) is substantially inhibited, and further characterised in that said 
first and second i mmobilized antibodies are provided at discrete first and second 
positions on said substrate, so t hat monitoring of binding of both said Jlrst and second 
immobilized antibo dies with said antigen at said discrete first and second positions 
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thereby enables detection and identification of said distinct populations of first and / or 
second autoantibodies when present in said sample of body fluid. 

212. (Currently Amended) A method of screening a sample of body fluid for at l e ast 
first and/or s e cond autoantibodies r e sp e ctively binding distinct popula tions of at 
least first and second autoantibodies which respectively bind at least first and 
second distinct antigens, which method comprises: 

(a) providing at least first and/OF second antibodies to said at least first and 
second distinct antigens, wherein said first and/e* second antibodies are 
immobilized on a substrate; 

(b) providing one or more sources of said at least first and second distinct 
antigens , wherein said first antigen comprises a bin din g sit* to which either 
said first autoantibody or said first irmnnhilized antibody binds, and said 
second antigen comprises a binding site to which either said second 
autoantibody or said second immobilized antibody binds : 

(c) contacting said at least first and second antigens of step (b) with said sample 
of body fluid, so as to obtain a mixture wherein said first and second antigens 
respectively bind with said first and / or second autoantibodies when present 
in said sample of body fluid; 

(d) allowing said mixture obtained in step (c) to flow along said substrate of step 
(a) to said first and/of second antibodies immobilized to said substrate; 

(e) providing labeling means so as to p e rmit monitoring of said binding of-sakl 
autoantibodi e s and said antigonG enable the presence of said autoantibodies in 
said sample of body fluid to be detected: and 

(f) monitoring said binding of said first and second antigens with either said first 
and / or second autoantibodies, or said immobilized antibodies, so as to 
provide an indication of the presence of said autoantibodies in said sample of 
body fluid; 

wherein said first and / or second autoantibodies when present in said sample being 
screened bind with said first and second antigens when a mixture is obtained in step (c)> 
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ge sp e otiv e lv so that whereby subsequent respective binding of said first and / or second 
immobili zed antibodies with said first and second antigens^ in step (d) binding of said 
■ first and s e cond irnmobiligod antibodies with said first and s e cond antigens r e sp e ctively 
ts-in hibitod whor e th e first and acoond antoantibodies havo bound with the first and 
second antigonfl ka st e p (o) is substantially inhibited and further characterised in that said 
first and second immobilized antibodies are provided at discrete first and second 
positions on said substrate, so that monitoring of respective binding of both said first and 
second immobilized antibodies with said first and second antigens at said discrete first 
and second positions thereby enables detection and identification of said distinct 
populations of fi rst and / or second autoantibodies when present in said sample of body 
fluid. 

213. (Cancelled) 

214. (Cancelled) 

215. (New) A kit for screening a sample of body fluid for distinct populations of at 
least first and second autoantibodies which respectively bind at least first and 
second distinct antigens, which kit comprises: 

(a) at least first and second antibodies to said at least first and second distinct 
antigens, wherein said first and second antibodies are immobilized on a 
substrate; 

(b) one or more sources of said at least first and second distinct antigens, wherein 
said first antigen comprises a binding site to which either said first 
autoantibody or said first immobilized antibody binds, and said second 
antigen comprises a binding site to which either said second autoantibody or 
said second immobilized antibody binds; 

(c) means for contacting said at least first and second antigens with said sample 
of body fluid, so as to obtain a mixture wherein said first and second antigens 
respectively bind with said first and / or second autoantibodies when present 
in said sample of body fluid; 

14 

PAGE 15/29 " RCVD AT 1/29/2004 5:03:38 PM pastern Standard Time] * SVR:USPTO-EFXRF-1/24 * DNIS:2730825 * CSID:6123329081 ' DURATION (mm-ss):06-58 



01-29-04 



04:54PM FROM-Me rchan t & Gould 



6123329081 



T-679 P. 016/029 F-989 



(d) means for allowing said mixture to flow along said substrate to said first and 
second antibodies immobilized on said substrate; and 

(e) labeling means so as to enable the presence of said autoantibodies in said 
sample of body fluid to be detected; 

wherein said first and / or second autoantibodies when present in said sample being 
screened respectively bind with said first and second antigens when a mixture is obtained 
as specified in paragraph (c), whereby subsequent respective binding of s-ud first and / or 
second immobilized antibodies with said first and second antigens is substantially 
inhibited, and further characterised in that said first and second immobilized antibodies 
are provided at discrete first and second positions on said substrate, so that monitoring of 
respective binding of both said first and second immobilized antibodies with said first 
and second antigens at said discrete first and second positions thereby enables detection 
and identification of said distinct populations of first and / or second autoantibodies when 
present in said sample of body fluid. 
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